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ANDA 40-090

JIN 26 1997

Mikart, Inc.

Attention: Cerie B. McDonald
1750 Chattahoochee Avenue, N.W.
Atlanta, GA 30318-2112

Dear Madam:

This is in reference to your abbreviated new drug application
dated September 27, 1993, submitted pursuant to Section 505(3j) of
the Federal Food, Drug, and Cosmetic Act, for Isoniazid Tablets
USP, 100 mg and 300 mg.

Reference is also made to your amendments dated December 4, 1996
and January 28, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Isoniazid Tablets USP, 100 mg and 300 mg, to be
bioequivalent and, therefore, therapeutically equivalent to those
of the listed drug (Isoniazid Tablets USP, 100 mg and 300 mg,
respectively, of Eon Laboratories Manufacturing, Inc.). Your
dissolution testing should be incorporated into the stability and
quality control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

_Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

g
Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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NDC 46672-158-10
ISONIAZID
TABLETS, USP

NDC 46672-153-03

ISONIAZID
TABLETS, USP

B 00 ms |

CAUTION: Federal law prohibits
dispensing without prescnption.

NET CONTENTS: 30 TABLETS

NDC 46672-159-10
ISONIAZID
TABLETS, USP

CAUTION: Federal law prohibits
. ing without presoripti

NET CONTENTS: 100 TABLETS

NDC 46672-159-11

ISONIAZID

TABLETS, USP

CAUTION: Federal law prohibits

dispensing without prescription.

NET CONTENTS: 1000 TABLETS

Each tablet contans:

UBUAL DOSAGE: See package insent. ~

Store at controlied room tempsrature 15°-30°C
- -08°

A Kowp 118 and 34 crugs out ofthe
children.

reach of !
: Dispense in & tight, light-resistant

container with & chiki-resistant closure.

LotNo.:

Exp. Date:

Manutactured By:'| | * ? 6 IQQT
L, NC.

Atianta, GA 30318 -

Rev. 10/96 Code 850210

Each 1ablet contains:
[P SR . 7. 1
E: See package insert

USUAL DOBAG
Store ai controlied room temperature 15 -30 C
(59 -86F).

WARNING: Keep this and all drugs out of the
- reach of chvidren.

ST ﬁwu in a tight, lighi-resistant

PHARMACI
container with & chad-resistant closure.

Lot No.:

Exp. Date:

Manutactured By
MIKART, INC.

Manta, 6AS038 ’? 6 lgg-’.'

Rev. 10/96 Cade 651203

wevennees 300 MG

See package insert.
Store at controlled room temperature 15°-30°C
{59°-86°F).
WARNING: Keep this and all drugs out of the
reach of children.
PHARMACIST: Dispense in a tight, light-resistant
container with a chitd-resistant closura.

Lot No.:

Exp. Date:
AN 26 1997

Manutactured By: -

MIKART, INC.

Atlanta, GA 30318

Rev. 10/96 Code 651210
fadi I 3F ~

A 1ea7

Each tablet contains:

Isoniazid 300 mg
USUAL DOSAGE: See package insert.
Store at controlied room temperature
15°-30°C (59°-86°F). .
WARNING: Keep this and all drugs out of the
reach of children.

PHARMACIST: Dispense in a tight, light-resistant
container with a child-resistant closure.

AU 26 l997

Lot No.:

Exp. Date:

Manufactured By:
MIKART, INC.
Atlanta, GA 30318

Rev. 10/96 Code 651211



ISONIAZID TABLETS, USP
WARNING
mmmtmmmwmmdmmmmmmmmmumy
develop even alter many months of treatment. The risk of developing hepatitis is age related Appvonmlacasa

sicohol. Precise data 1o provide s fatakity rate for isoniazid-related hepalitis is not avakable; however,ina U.S.
Public Health Service Survelllance Study of 13,838 persons taking isoniazid, mavemaﬂsnnmmlumes

y i interviewed at For persons
35andddunm»mﬂbmmﬂ.hmmmm(wmwnnbmmyseoT
and SGPT, resp y) pﬁorlosw(ing' therapy a hout treat-
menl. Isoniazid-associated hepatitis us: occurs during the first three months of reatment. Usudly -nzymolov
ais retum 10 normat despit continuance of drug, | mwmcnmmmmrdyﬂunmmmrs Other
L associated with an increased risk of S include use of alcohol, chronic tiver

pm-wlanym ind Hispamc women. TMnsknuyalsobtmuudeWposlpmumwnod Momwe
hut i g should be in these groups,
abnormatties of liver function exceed three to five times the upper imit olnormai dnscommuauon of |somazld

should be strongly considered. Lmrlunotmmtnammlasuhsm\m wahuuonalnmmymewals

or for the prompt of signs or of 0

evaluations. Patients should be insiructed to lmmedmely repori signs or symp i \mth iver d: 0

or other adverse sifects. These include any of the foll i dark urine,

nclems. rash, persistent paresmaslas oi the hands and Iaet pomslanl tatigue, weakmss of fever of greater than
3 days o andfor p y right ! upper If thase symp

appear or if signs suggestive of hepatic age are o should be i . since

ummnuoduuouhcdmolnmesemseshubemrepm\od!owmnnmmmlmmdhvudm
Patients with tuberculosis who have Mpam«s altributed to isomazd should be given appropriate freatment with

drugs. if i id must be it should be only after and
abnonmalities have cleared, mumgmmunsiamdmvuysmdmdgmduaﬁymamgdomandsmm
bow:lh(ﬁmmmedmdywthomrsmy . of

P should be det in wilhaunohspmscdiums,

DESCRIPTION:

is an i as 100 mg and 300 mg tablets for oral adminiskation. Each tablet also contains
asmaehvewmus eolludalsmcondloxlde mnndlousodmm microcrystaline celiuiose and stearic acid.
[ inic acid hy ide. It has an empirical formula of
c.H;N:Om\danmularwsmoﬂw . nhasmlolhwmsuudme

N
O=C — NHNH,

Isoniazid is odorless, lwmuawﬂmummllnnmuumommls It is ireely soluble in
waler, sparingly soluble in alcohol, and slightly soluble in chioroform and in ether. isonigzid is slowly altected by
6xpoOsLIe (0 air and ight.

CLINICAL PHARMACOLOGY:
Within 1 to 2 hours atter oral L iazid prod peak blood levels which decline to 50 percent or less
within 6 hours. It diffuses readily moalhodyﬂu (cerebraspinal, pleural, and ascitic fiuids), tissues, organs, and ex-
creta (saliva, wum.mdloea) mm-lsommnmmnnmwm:wmmmmmm
oomparauom mlhopluma Fm50n70pueon|dadouo|hovmidhmobdmﬂ\owm|n24houos
ly by k and dehy ination. The rate ot L

AppmxumulelySOpemmoiBhdumdf‘ ians are “slow i and the rest ue“rupid inactivators™; the
mapmyofEsknnosmemnmlsue“mpdmncimlors'
Tha rate of acetylation does not significantly alter the eflecti of isoniazid. H slow ion may lead to
hwuoodim:dlhodnmmmmmmumom ic reactions.

Bs) deli d in aduits with high doses of isoniazid and is considered
pvobablyduobnscompommvnm p for the enzyme apolryptop
Mechanism of Action:
Isoniazid inhibits the sylmeslsofnwooicaads an i of the cell wall. At fhy ic lovels
mnmndubamundddmmmw_ 0 and Mycobacteni is organi

My bactill p rapidly when Isoniazid monotherapy is
administered.
Microblology:
Two ized in viiro ibility methods are available for testing iazid against My ium tubercik
organisms. The agar method (COC or NCCLS M24-P) utilizes 7H10 medi
uonm-daﬂwohmlconcommm,ozand 1.0 meg/miL. MiCye values are calculated by comparing the quantity of

growing in the drug 1o the control

2 1% of the control
The radi ic broth method y MBACTECASOMMMOWIMMMMJK from untreated control
wmuosbanmmgmmunprmolozwionwymLol i Strict to the s
instructions for the sample p 9 and data i is required for this assay.

mmmmmmmmmnmmc..sozwmm L to b ible 10 isoniazid. Sus-
mmmmmwm MMWWMWthmeahm

The clinical o“n specias other than M. fuberculosis using either the
BACTECNMWWWMMMW
INDICATIONS AND USAGE:

idis for all forms of tuberculosis in which i are i, He
must be treated with multip i itub i i loptwanlmmwoldmoresrslance
Smglodmg oucﬁva b is with i or any other q

therapy for the following groups rogavdlus (Nolo the onwlon fora
positive wacuon to a skin losl (m misiimeters of induration) for oamova isgivenin puetmwsos)

1. Persons wilh human immunodeficiency virus (HIV) infection (zs mm) and persons with risk faciors for HIV infection

whose HIV infection stalus is but who aro P of having HIV infection.
Preventive therapy may be |ovHIV p who e i but belong 1o groups in
which the of is i . uh@vf‘ L for pi 4 quymhavemvmsclmshouu

havalmirﬁnmmoﬂanﬁhsoll’mlw

2. Close of with newly di i b (2 5 mm). In addition, tubarculin-negative
<5 M)Mmmmmmmbunmmmoimmwsmsmmn the past 3 months are
candidales lor preventive therapy until a repeat tuberculin skin test is done 12 weeks after contact wilh the infectious
source. if the repeat skln |m is positive (> § mm), therapy should be continued.

3. Recent by a tub i dmlest(zlomh'uruuanazywpundbvm<35ms
old; zisnmmauulormouz%muolm) Allinfants and children younger than 4 years of age with a > 10 mm
skin test are included in this category.

4. Persons with abnormal ehasl radloguphs that show llbvotm lesions likely lo represent old healed 'uborculosis
Candidates for who have fibrotic Y lesions with healed

(25 mm). therapy

who have mnm;mmvzmhsolmmdmlnmd iazid and rif
5. Intravenous drug users known to be HIV-seronegative (> 10 mm).

6. PomnswnhMblwmnndulwmmmsmmmrwndmhmmmamhm(z 10 mm):

pi

meNitus; p ged therapy with some hemato-

logic and i such as in or | in's di mmomnnldlm clinical silua-

mwmm&mdmmm;mcbmh bypuswgory!oi
maymcmswmwmm(mmmm«wms).mmuw~ chronic

of the oropharynx and upper gas vmmwmm;aumummnkm

mmmmmmmwm Y lesions with heated or who have
pumymmlsshouldhavslzmnm:o'mnlwdm4nmuhsol id and rifampin, i

mwwhmmuwdmmmm mmunﬂuhmdaswnhlwwnwlmwae

tion of 10 mm or more are also
ing high-incidence groups:

for pi ive therapy it they are a member of any of the follow-

it i e 4

--—"/



b PEISULS Wail Baial IMNuncoahoency virus (Hivjanteclion (2o Mm) ano persons will risk 1aciors 1or Hiy niechon
whose HIV infection status is unknown but who are P ing HIV infection.

Preventive therapy be idered for HIV ink who are gative but belong 1o groups in
which the h m: is infecion is high. Candi for p ive iherapy who have HIV infection should
m-mmmzmummpy.

2. Close of with newly di infectious tub ‘l(zsmm). Inugdipion. Wwberculin-negalive

(<5mm)Mmuundumwmhmbundnumuhhmwwmmmmamua
ummmmlmwwnammmmwhm1zmumeomc1wmmwocum
louma.nmnpoalskinlulispoﬂmb5m).mornpyshothbomimnd

3. Recent 'S, &S iNCh by a tuby 'sﬁnlosl(zlﬂminuomwilhha%yuupuiodh'nsa<35ysas
old;z15mminmaulortrme235yomouge).Nlhlimtaunddﬂdronymmm4mmolmwima>lornm
lldnmlmindudodinhisum.

4. Persons with abnormal chest radiographs thai show librotic lesions likely to P oid healed i
(sz).cmslovp'MnﬁvoMlpymhaveﬁhoﬁcmﬂnmuyhsbvsms&smwiﬂnhodedhbmaﬂosisor
mmmmmmnzmmmumwummm' iazid and ritampi itantly

S. uwumw:dmgmnmnwboﬂmmmgam (> 10 mm).
6. Persons with the following medical conditions that have been eporied 1o i the risk of tub is (2 10 mm):
b i i ' : some hemato-

mellitus; prolong: lhmqv/wihldnnoenmewamids:hmw.hompy

fogic and reth ial o such as & 'anodgldn‘sdiuau;m'mmaldium:diniulsnua-
Imusochladwimsubslamialrapidwoiphﬂossovdmnic ithon (i ing: i inal bypass surgery for
obesily, the posigasiraciomy siate (withorwnnoulwoiuhlloss).wmmulw" chronic pli
y and carci ©f the orapharynx and upper iniesti tracl that prevent adequate nutriionat intake).
msmwmmmmmmmwwmqmmmmnmmmumhm
pukwmwsilionsisshwldhave!?mnﬁudisoﬂuideMhsoi' iazid and ritampi itantly
Addniondly.mmmoﬂmotmemgﬁ%pummlhemdsswnhamwhskhlosueao

ton of 10 mm or more are also p i Mapyilthayuenmmberolanyoﬂhelwow
ing high-incidence groups:

1. Foreign-bom p from high-p i8S who never ived BCG vaccine.

2. Medically unck low-income Tatk including high-risk racial or ethnic minority populations, espe-

cially blacks, Hi ics, and Nalive Ameri

3. Residents of tacilities for long-term care (e.g., correctional institutions, nursing homes, and mental institutions).
Children who are less than 4 years old are . for isoni p ive therapy if they have > 10 mm induration
from a PPD Mantoux tuberculin skin test.
Finally, persona under the age of 35 wha a) have none of the above risk factors (1-6); b) betong to none of the high-
incidence groups; and c) have a tuberculin skin test reaction of 15 mm or more, are appropriate candidates for
preventive therapy.

Iheviﬂoihmmisnwbowoimodaolhﬂm'iﬂmt b is in positive tuberculi aver the age of 35.
However, the use of isoniazid is recommendad for those with the additional risk factors listed above (1-6) and on an
individual basis in situations where there is kel of serious to who may b infected.
CONTRAINDICATIONS::

Isoniazid is jndh in patients who develop severe hyp itivity ions, including drug-induced hepalitis;
previous isoniazid-assaciated hepatic injury; severe adverse reactions to isoniazid such as drug fever, chills, anihritis;
and acule liver disease of any etiology.

WARNINGS:

Seo the boxed warning. R

PRECAUTIONS:

General:

Andmpsshmudbouoppedmdanavmonmmmﬁmﬁmda‘ itivity ion. I isoniazid therapy
mustbsveimﬁumd.mm;houldbeoivenonlyaﬂorswnmmbwodom.Tmmugshouldberostarledinvory
small and gradually increasing doses and should be withd i y if there is any ndication of hyper-
sensitivity reackion.
Use of isoniazid should be carefully i in the following:
N Dailyumsoln\comtDailylnoosiionolm"laybeusodaiedwhhamghermiimcaoﬁmzidhepaﬁﬁs.
Pumgsmmwmowummmmuemmwm .

> .

Ci use of any chronically 1
History of previous discontinuation of isoniazid.
Exi of periph pathy or conditions predisposing 1o neuropathy.

Pragnancy.

. injection drug use.

Wormen Iging to minoril

HIV seropositive patients.
Laborstory Tests:
Because there is a higher ir y of isoniazi iated hepatitis among certain palient groups, including age > 35,
dailyusorsolaw.dwoniclivordimu.Mmawmmwmmwmmmwywm.pawawm
the post-partum period, i should be obiai prior 10 slarting and monthly during praven.
tative therapy, or more frequently as needad. If any of the values exceed three 10 five times the upper limit of normal,
i id should be temporarily o ! and consideration given 1o ing therapy.

y groups, parti y in the post-partum period.

SoeNomrwna

Drug interactions:

Food: isoniazid should not be admini with food. Studies have shown that the bioavailability of isoniazid is

ignificantly when admini with food.
Aulaminophen:kmporlolmncwaluninoptmbxicﬁywasnpovlodinamﬁem iving isoniazid. it is beli
that the toxicity may have fsom a previously gnized i ion b iazid and inop
nndamolawhrbasislovm&simermionhasbnn, P H current evid suggests thal isoniazid does
induce P-450IE1, a mixed-h i y to generate the toxic metabolites, in the kver, Fur-
thermore, it has been prop that isoniazi in i of P-4501IE 1 in the patient's kiver which, in lum, result-
edina gvaa!amoponion of the ingested acelaminophen being converted to the toxic molft;olilas. Studies have
o with isoniazi i 1 b icily in rats?2,

Carbamazepine: Isoniazid is known to siow the b of carb ine and i ils serum lavels. Car-

bamazepine levels should be di prior to dmini ion with isoniazid, signs and symptoms of

carbamazeping loxicily shoukd be i closely, and iate dosage adj of the anti shouid

be made?.

| Potentia i ion of & and isoniazid may exist. When is given in comb

with isoniazid and ritampin the AUC of k is o by as much as 88% atier 5 months of concurrent

isoniazid and rifampin therapy®.

Phenytoin: Isoniazid may i serum leveis of yloin. To avoid phenyioin intoxicati pri o of

the anticonvuisant should be mada$$.

Theophyiline: A recent study has shown that dmi of isoniazk theophyline may cause
a slight d\ in the el ion of isoniazid. Since

elgvated plasma levels of theophylline, and in some i
the therapeutic range of ine is narrow, theoph ummlwobshmubemmmdnsely.mwopﬁale
dosage adjusiments of theophyltine should be made’.
V#proah:Amm!woliwyhasmaposmmuuinmuamlwdol ip when

with isoniazid. Plasma valp jon should be i when isoniazid and valp ~e i A
and approp dosage adj of vaip should be madeS.

s

o



Carcinogenesis and Mutagenesis:

Mmmmummmmmumum isoniazid has not besn shown 1o
(Note: a di in & child with prenatal exposure %0 isoniazid and no

wuuppav mmmmw)mummmwumwmnwmumm

n|saso!smmwmmwmmmwmmm

Pregnancy:

Teratogenic effects: Pnonmcymugoryc Wmmsﬁmwhwummvwmcmmavurm

bmm-ngrvenonlydmmg Y L sludies in mice, rats and rabbits.

There are no ade sludialn womon I mwldbouud.slmlmcnnor

active dumg y b lhobomftmtnpobmdmkhhlmu The benelit of preveniive
Mwydwshouldbomm & possible risk 10 the fetus. Preventive therapy generally should be started after
d'bverylopvmnlp\numlholmalmkolcxmne mebwlevoholmmazldnbnwmdommnalentha

neonale. Since isoniazid is known 10 cross the e, of i weated should be care-
fully ob for any of adh effects.
Nomomm Smmzldmkmnlouossmo barrier, of isoniazid-treated
y for any of adv effects.
Nursing Mothers:
The small concentrations of isnnhznd in bvonl mitk do not prome' toxicity in the nursing newborn; therefore, breast
feeding should not be di id are 50 low in breast mitk, they can not be
nhodnmnlovpmphylnmomwawomumm mlants
ADVERSE REACTIONS:
The most freqt ions are those affecting the nervous system and the kver.
Nervous S R Perij P is the most foxic sect. i is dose-related, occurs most

often in the mainourished and in tﬂo« ednpondlon-utms(og mammm).wlsusualymeded
by paresthesias of the feet and hands. The incidence is higher in “siow

Other neurotoxic effects, mwmunwmmmwmmnaldosn are ‘ toxic phaiopathy, optic
neuriis and alrophy, Y imp and toxic psy
H See boxed 9. Elevaled serum transaminase (SGOT; SGPT), bilirubinemia, bilirubinuria,
;aundlca and occasionally severe and somehmes fatal hepatitis. The common pvodvomal symploms of hepatitis are
anorexia, nausea, vomiling, faligue, malaise and Mild hepatic dy by mild and transient
of serum levels accurs in 10 to 20 percent of patients taking isoniazid. This abnormality usually
appears in the tiest 1 mamonmsolnammbukcanmalmmmmnhmm In most instances, enzyme lev-
els return 10 normal, and mnorauy there is no y ion during the period of mild serum
lver damage occurs, with accompanying symptoms. i
maSGOTvalmoxendslhrootofweunesmuppmlmtolmrmd discontinuation of the isoniazid should be sirong -
ly The of p liver ag! with age. It is rare in persons under 20, but occurs
muplozapereenlomlosomﬂ)mrso'agc
Gmrolmuuml Nausea, g and epigastric distress.
g Agl ylosis; h ylic, sidi ic or aplastic ansmia; ¥ ia; and
eosinophitia.
Hyp itivity R Fever, skin erupti {morbilliform, apul puric, or iative), lym-
phadenopathy and vascusitis. .
" And Endk R Pyridoxine deficiency, pellagra, hyperglycemi ic acidosis and gyneco-
maslia.
M R A 0 and ic lupus e ke
OVERDOSAGE:
smn- and Sy iazi ge prod signs and sy within 30 mi 10 3 hours alter
Nausea, slurring of speech, blumngohnsm :Mvmdhdmnums(mlumngbrwn

colors and strange dnm)mlmonplm early mnmm.uons With marked
cNSdopressm mmumwdlymmwmprdoutﬂm nrolobecxmod nbngmlhm-n mtractaue
e typical laboratory findings.

Tr Ui oF inadk umodcasuolomssmnwzldovemosm 80 mg/kg-150 mokg, can cause
neuroloxicity® and terminate fatally, bulgoodruponu has been reported in most pati b under
Wreatment within the first few hours atter drug ingestion.

Egc the Asymplomalic Patienj: mmmo!drmfmmﬂwleadmvbe by giving h
Gasiric emptying should also be patient. S. lhcpnhm':waywmn

ihese procedures. mehoawwymeshaonwmwuhsvmmmwmwmmmagmnw
gram basis equal 10 the isoniazid dose. I an unknown amount of i8 i ider an initial dose of
ngmdpymxmeqnenmrmmmmumaduns.ovaoﬂwoipyrmﬁmmdnldwn

Ear the Symgtomatic Patient: Ensure adequate ventilation, Support cardiac oulpul, and protect the airway while veat-
wuuumsandmammloimn absorplion. if the dose of isoniazid is known, the patient should be trealed initially

wnlhasbw sol, d mabsmmsm-wnmpumbmsaqumwlhommm
# the g is unk then ider an initial bolus of ing of 5 grams in
lheadullolson\omqmlhomm Iluzmuomtnue.modosmolpymoxmmbow it would be rare that
momltuanramsdpyndommwldnoodtobemnma i safe dose for py in isoniazid inloxica-
Ilonisuo(kmmu" the patient does not resp to i may be i Phenyiain should be
used isoniazid interferes with the n ism of phenytoi
General: Obiain blood ples for i iate d ination of gases, ek ytes, BUN, gi efc.; type and
cross-match blood in preparation for L ialysi
Mmmmw anlswm\nusdcgrnonmmmmmnaveumywnavohypwmmwn The
mmnolwdumbccamonalowdcrmos can cause of b

must be y, by g biood carbon dioxide levels, .ndsupponadmoemnmﬁy if there is respira.
tory insulficiency.
mmsaomwnlonwmhmnodmlymhanboenundmm of isoni Thesapvoee
dures are probably not required if control of and acidosis is achieved with p ine, di and b
Along wllh measures bascd on initial and repeated determination of blood galos and olnov laboratory tests as
needed, utilize p Yy and other i care to protect againsi hy yp p
pneumcnitis, etc.
DOSAGE AND ADMINISTRATION (See also mmcmon&
Note~—For p ive therapy of tub and of Wb
be farmiiar with the followri (1) The of the Advi ,CwneuonhoEannonolTMr
culws,p\blnhodnlhoMMWR vol 42; RR-4, 1993 and (2) Ti ol Tub
Adulsmdcm anmJoumﬂolRupnbvydenbedCucModm vol 149; 1359-1374, 1994.
For Ti i is used in conjunclion with other effective anti-tubercul ng-nlstg
suscopﬂbMyMlmlhouldbo : on the organi initially i from all pali with ny

therapy must be changed o agents 1o which the bacith are susceptible.
UsudOtaIDougo(dependmonmenmmanuw)

Achuits: 5 mg/Ag up to 300 my daily in a single dose; or 15 mg/kg up to 800 my/day, two or three limesweek.
Children: wlsmemwdalymnmdou or2040nm::plo900nvday.muweelmweek

Thuaanarwopuonahmm o| 0 is in children and aduits:
Option 1:  Daily isoni and 8 weeks f bylswnksohsomazlduurumndaiy
mzaumosvnekly EMambutolorsvapbnwansiwuldbtnddodlomommslregmmumnmwnyro
P ldﬂmollwmmagasummam the relative prevalence of
isoniazi “, A in the y is less than or equal fo four
paesm.
Option 2:  Daily & C and h, for 2 weeks folk by twice week-
ly wmimtluiwn of the same dmns for 6 weeks, subnquenlly twice waekly isoniazid and rifampin for
6 weehs,
Opion 3: Tmhmwooﬂywnh iazid, rifampi i ide and or ycin for 6 months.
“All regiments given twice weekly or 3 limes weekly should be administered by directly obsewed therapy (see also
Rirectly Qbserved Theragy).
Theabovelroalmnlwodolmapplyoﬂy when the di is caused by organi: that are ptible to the
aoonts o!lMunmd i to iazid and rilampin on the lo ther-
apy. itis ial that ph itiating therapy for tuberculosi ulmwmmddnmmismuh
melcummmes nuwmmmmummMmMWlmwmlmmwod
The of the i i impai hosno mynmbouwldmyaslhmolapusonmlh
normal host responsiveness. For this reason, th ic decisions for the | hosl li Since
patienis co-infected with HIV may have p with mal; ial drug levels,
especially in patients with HIV dis may be ,bpvmnmmwnoodMDﬂB
Patients with Extta pulmanary Tuberculasis:
The basic principles that unck the of bx i dsoapplytoEmapulnmmy!ormaollha
disease. MMMenolb«nhmkmdsof e y d trials of of Extra put-
monary g clinical . ndi Msloemonlhﬂrovlcouru
o be of the insufficient date, mvbary i) and

meningms m |n|ams and children should receive 12 month therapy.

Rantorininmia auntiatan Al Evira notmanan: lihereilacs mau ha | imiled b tha relativa inancacrihilty af thp citne m



For Treaiment of TUDGICUIOSIS: ISONIAZI 1S USEQ 1) Luijuin it durt v - .
lesting s| be p d on the org lnmaliy trom all p wilh newly diag
is. H the bacili C therapy must mwnmwmmmm-nwmua
Usual Oral Dosage (depending on the regimen used):
M:SWWuptoaooWdiry'madnohdm;m15anpb900nm,movhnﬁmmnk.
mzmianwbmWWyhamdou;uMHthmmV.Iwoovmruﬁmewuk.

Patients with Pulmonary Tuberculosis Without HIY infection:
TmeuoSrwmowonslummuommmmwmmMenwmns

Option 1:  Daily isoni inamide for 8 weeks by 16 weeks of isoniazid and ritampin daily
zanmosmekly Emammuaampaommmumanmmnmmmmtym
d and ritampin is ‘TMMdummdmswnm'meol
i id-resi My J in the ity is loss than of equat o four

percent.
Option 2:  Daily isoniazid, rifampi and for 2 weeks by twice week-

ly administration of the same drugs for 6 weoks, subsequnmly twice weekly isoniazid and ritampin tor

Option 3: Tmmmm iazid, ritampin, pyrazi ide and ool or sireplomycin for 6 months.
'AnumumcmsowenMmwo-hlyorsumasmklyshmdﬂbeadmnmluadbydrcwyobummm(m also
Direcily Obaarved Therapy).

The above lvmmcnl guidetines apply only when the disease is caused by organisms thal are |uscepllble to |hs
agents. of the impact of resistance to isoniazid and rilampin on the response 1o her.

apy, itis ial that therapy for losi bﬂm\iwmmuwdonuoidmgmmm

lhowcnmmmus nuwmmmmmuuanmmmmmmmmmm

P ¢ gically i 1,' o1 maynolbonsuuslachryasmofapersonvnm
normal host responsiveness. For this reason, apeuti jons for the i noslnmstbe Since
patients co-infected with HIV may | have p wilh ial drug levels,
especially in patients with HIV di may be 4 7y 10 prevent the emergem:n of MDRTB.
zmmgxmmumm:

The basic p that the 4 is also apply 10 Extra pumonary forms of the
disease. Auhough uwo have nol been lhe same kmds ol ful trials of of Extra pul-
monary twb as for p g dlinical experi inc 1hat 6 to 9 month short-course
ive. B o! icient data, vmhavy i fjoint tud is and

memngms in miants lnd children should receive 12 month therapy.

ol Extra p losis may be kimited by the relalive inaccessibilily of the siles of
[ Thus, often musl be judged on the basis of clinical and radiographic findings.
The use of ad;tmn merapns such as surgery and . Wds is more y required in Extra px
Wum-snnnmwlrmnnryma Surgery may be ,bnblu i for o mdmvemsueh

[+ ditis and spinal cord compvessmn from Poir’s Disease. Corticosieroids have been

slwwnlobeoibem’nm, ing cardiac pelmdmsandmdmmmhewobgc
soqueiae of ail slages of ingiti peciall vmon i d early in the course of the disease.
Pragnant Women with Tubsrculasis:
The options ksted above musi be adj d for the patient. Strep! with in utero of

lhe ear and ‘may cause congenital dnlness Routine use of pyrnmamadc is also not recommended in pragnmcy
data. The initial lreatment regimen should consist of isoniazid and nlampm

Emam!miol should be included unless primary isoniazid resisiance is uniikely (i rate d o
be less than 4%)

Multipte-drug o jerculosis (i.2.. co 10 a Isast isoniazid and i difticul
must be individualized and based on suscopubil-ly studies. tn such cases consultation with an
expert in luberculosis is recommended.

Dicectly Observed Tharapy (DOT):

A major cause of drn i is is patient nor with The use ol DOT can help assure
patient compliance wuh drug therapy. DOT is the observation of the patient by a health care provider or other respon-
sible person as the patient ingests anti-iuberculasis medications. DOT can be achieved with daily, twice weekly of thrice
weeldy reg and is ded for all patients.

For P b p
Before isoniazid p ive therapy is initi OOGH posilive or ] iy prog
must be exciuded. Appropri should be px # Exwa p Y is is

Adulis over 30 Kg: 300 mg per day in a single dose.
Infants and Children: 10rnolha(uph300 daily) in a single dose. in situations where adherance with daily preven-

tative therapy cannot be assured, 20-30 (rmnoexmdsoo"q)mwmmd«mmmclobsnwamnda
hoallh care worker at tha time of admimstration®,

of isoniazid for a sutfici pmod isan igl part of the regi relapse rates
are higher it apy is ped D of i i may mustiply
and the g of gani dumglho may i acmngemmavegmwn
Fov!olowmpmmcomplwu lhePonsCoz-n.st' aslmp!e imaetrict mathod of ing for isoniazid in the
urine, is a uselul toot for ing patie! ich is jal for i is contro). Additionaly,
momuld {est stnps are also available to oheck patient comphaneo
C i ion of pyridoxine (Bg) is ded in the ished and in thase predisposed to

hy (0.9, ics and ¢

HOW SUPPLIED:

Isoniazid Tablets, USP:
100 mg- round,

NDC 46672- |5s4u
300 mg- rou d, white lablet d "EFF" on one skie and “27" on the other; supplied in botties of 30, NDC
46672-159- 03 "bottles of 100, NDC 46672-159-10, and in bottles of 1000, NDC 46672-159-11.

Storage: Store at controlied room temperalure, 15° - 30°C {59° - 86°F). Protect from moisture and light. Dispense in a
tight, light-resistant container vmh a chikd- ros:s!am closure.

CAUTION: Federal law p

Murphy, R., el al: Ai is of Internal Medicine; 1990: 15; volume 113: 799-800.
Burke, RF.. of al: MCWMWMWMM 1990: July; vol. 69; 115-118.

d, white tablet d "EFF" on ona side and “26" on the other; supplied in botties of 100,

Baciewicz, AM. and vicz, Jr. F.A... Ammmmms.wmmmtsa 1970-1971.
Jonville, A.P., ef al: European JownalolCMmlPhumool(Gmnany) 1991 40 (2)p198.
American Thoracic Society/Centers for Disease Controt: T and Tub ion in
Adults and Children. Amer. J. Respir Crit Care Med. 1894; 148: 91359-1374
HoolundP cfn! Eumpaan.loumalolﬁespnbﬂs {Denmark) 1987 Fobmavy 70 (2) p110-116.
of P

ed Book: Report of the Committee on
Inbclaous Dvnms 2 odmon paB?.
Schraufnagel, DE; Teslmglorlsomaz:d Chest (United States) 1990, August: 98 (2) p314-316.
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10.

CHEMISTRY REVIEW NO 4
ANDA = 40-090

Mikart, Inc.

Attention: Cerie B. McDonald
1750 Chattahoochee Avenue, N.W.
Atlanta, GA 30318

Reference drug for this ANDA is Eon Laboratories, Inc.
Isoniazid Tablets USP (100 mg;N8678 002 and 300 mg;N8678 and
N8678 003). No patent information has been filed with the
FDA for listed drugs, Isoniazid Tablets USP 100 mg and 300
mg, manufactured by Eon Laboratories, Inc. No marketing
exclusivity.

SUPPLEMENT (s)
NA

PROPRIETARY NAME
NA

NONPROPRIETARY NAME
Isoniazid Tablets USP, 100 mg and 300 mg

SUPPLEMENT (s) PROVIDE(s) FOR:

NA

AMENDMENTS AND OTHER DATES:

Firm:

September 27, 1993: Original submission
December 21, 1993: New Corres. for labeling
June 6, 1994: Amendment

March 27, 1996: Amendment

December 4, 1996 Minor amendment

January 28, 1997: Telephone amendment

FDA:

February 1, 1994: Deficiency letter.
October 27, 1994: Deficiency letter.
September 27, 1996: Minor deficiency letter

PHARMACOLOGICAL CATEGORY 11. RX or OTC
Rx

Tuberculostatic

(b)4 - Confidential Business




NEERREImENE | | !

13.

15.

16.

17.

18.

19.

(b)4 - Confidential Business

DOSAGE FORM 14.POTENCIES
Tablets 100 mg and 300 mg

4-Pyridinecarboxylic acid, hydrazide.
C¢H;N;0 MW= 137.14
See page 728 for chemical structure.

RECORDS AND REPORTS
NA

COMMENTS v
The following deficiencies are noted in the review:

-EER- issued and pending

The application is considered as approvable. The approval
letter is pendind for acceptable EER.

REVIEWER: DATE COMPLETED:
Sema Basaran Ph.D. 2-14-97
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JAN 3 1994

Isoniazid Tablets Mikart, Inc.

100 mg and 300 mg Atlanta, Georgia
ANDA #40-090 Submissicn Date:
Reviewer: Moheb H. Makary September 27, 1993

Wp 40090D.993

Review of Dissolutjon Data and Request for Wajivers

I. QObjective:

The firm has filed an ANDA for its products Isoniazid 100 mg and
300 mg Tablets and has requested waiver of the in vivo
bicequivalence study requirements per 21 CFR 320.22.

In support of the waiver request, the firm has submitted
dissolution data comparing its test products Isoniazid Tablets,
100 mg and 300 mg with the listed reference drug, Isoniazid
Tablets, 100 mg and 300 mg, respectively, manufactured by Eon
Laboratories, Inc. The listed reference drug product was reviewed
under Drug Efficacy Study Implementation.

II. Formylations:
The formulations of the test products are shown below:

ISONIAZID TABLETS

100 mg Tablets 300 mg Tablets
Component uantj Tablet Quantity/Tablet
Active Ingredients
Isoniazid USP 100.00 mg 300.00 mg

Inactive Ingredients

Microcrystalline Cellulose NF . . .
Croscarmellose Sodium NF (b)é - Confidential Business
Collecidal Silicon Dioxide NF
Stearic Acid NF (Powder)

Total tablet weight 200.00 mg 600.00 mg
III. Ip Vitro Dissolution Testing:
Method: USP XXII apparatus I (basket) at 100 rpm
Medium: 900 mL of 0.1N HC1 .

Number of Tablets: 12
Test products: Mikart's Isoniazid Tablets




100 mg Tablets, lot #B93110

300 mg Tablets, lot #B93111
Reference products: Eon Laboratories'Isoniazid Tablets

100 mg Tablets, lot #1L0S55

30 1kblets, lot #1J040
Specification: NL (b)gn 45 minutes

Dissolution testing results are shown in Table I.

IV. Comments:

1. Dissolution data for Isoniazid 100 mg and 300 mg Tablets, lots
#B93110 and B93111, respectively, are acceptable.

2. Waiver of in vivo study requirements may be granted for the
test products per 21 CFR 320.22 (c).

V. Recommendations:

: 1. The dissoluticn testing conducted by Mikart, Inc., on its

_, Isoniazid 100 mg and 300 mg Tablets, lots #B93110 and B93111,
respectively, are acceptable. The Division of Biocequivalence
agrees that the information submitted by Mikart, Inc.,
demonstrates that its test products falls under 21 CFR 320.22

’ (c) of the Bioavailability/Biocequivalence Regulations. Waivers of
in vivo bioequivalence study requirements for the test products
are granted. From the bioequivalence point of view, the Division
of Bioequivalence deems Isoniazid Tablets 100 mg and 300 mg
manufactured by Mikart, Inc., to be bicegquivalent to Isoniazid
Tablets 100 mg and 300 mg, respectively, manufactured by Eon
Laboratories

2. The dissolution testing should be incorporated into the firm's
manufacturing controcls and stability program. The dissolution
testing should be conducted in 900 mL of 0.1N HCl at 37°C using
USP XXII apparatus I (basket) at 100 rpm. The product should meet
the following specification:

s Not less tharg)zgof the labeled amount of Isoniazid in the
by

- dosage form solved in 45 minutes.

The firm should be informed of the above recommendations.

VIICUTT . MidRdL Y, Pu.LU.
Division of Bioequivalence
Review Branch III
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MMakary/1-3-94 wp 40090W.993
cc: ANDA #40-090, original, HFD-600 (Hare), HFD-630, HFC-130

(JAllen), HFD-658 (Mhatre, Makary), Drug File, Division File.
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Table I. In Vitro Dissolution Testin

Drug (Generic Name) :Isoniazid Tablets
Dose Strength:100 mg and 300 mg

ANDA No.:40-090

Firm:Mikart, Inc.

Submission Date:September 27, 1993
File Name:400090W.993

I. Conditions for Dissolution Testing:

USP XXII Basket: X Paddle: RPM: 100
No. Units Tested: 12

Medium:900 mL of 0,, Cl
Specifications:NLT(t))ﬁgin 45 minutes

_ Reference Drug: Jsoniazid (Eon Laboratories)
- Agssay Methodolo

II. Results of In Vitro Dissolution Testing:
B Sampling Test Product Reference Product

Times Lot # B9%3110 Lot # 1LOSS —
- (Minutes) Strength{mg) 100 Strength(mg) 100
— Mean % %CV Mean % $CV “
— 15 94.9 (b)4 - 3.1 98.5 (b)4 _ 2.1
- 30 94.8 . . Al 3.2 98.1 2.2

o et —
) >onfidenti onfidentic

45 93.6 B . 3.1 98.2 ) 2.1

60 93.2 USIneSS 2.9 98.5 BUSIneSS 2.2
- Sampling Test Product Reference Product

Times Lot # B93111 Lot # 1J040

(Minutes) Strength(mg) 300 Strength(mg) 300

Mean % Range $CV Mean % LCv
15 102.4 (b)4 - 1.2 99.5 (b)4 _ 1.6
30 102.4 . Sy 1.3 99.3 S BRE
nfidenti i
45 102.7 O ) ]o.9 100.0 Onfl_dent i
60 102.5 Business 1.2 99.9 Business 1.7
%_7




